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It^ the claims: 

Please gjnend the claims as follows: 

Clwas 1-8. (Cancel^) 

9, (previously presented) An isolaTed human antibody, or antigen-binding 
portion thereof, that binds to human IL-12 and dissociates from human lL-12 with a K4 of 
1 X 10'^° M or less and a W mte constant of I x 10"^ s ^ or less, as determined by surface 
plasraon resonance. 

10, (Previswsly pr^ented) The isolated human antibody of claim 9, or an 
antigen-binding portion Thereof, which dissociates from human lL-12 with akotrrate 
constant of I x 10"* s'* or less, 

1 1 . (Previously presented) The isolated human antibody of claim 9, or an 
antigen-binding portion thereof, which dissociates from human lL-12 with akoff rate 
constant of 1 x lO'^s"^ or less. 

12. (previously presented) The neutralising antibody of claim 143. or an 
antigen-binding portion thereof, which inhibits phytohemagglutinin blast proliferation in 
an in vitro PHA assay with an ICso of I x 1 0** M or less. 

13, (Previously presented) The neutralizing antibody of claim 143, or an 
antigen-binding portion thereof, which inhibits phytohemagglutinin blast proliferation in 
an //I vitro PHA assay with an IC50 of 1 x 1 0"***T4 or less, 

14. (Previously presented) The ncutralixing antibody of claim 143, or an 
antigen-binding portion thereof, which inhibits phytohcmaggluxinin blast proliferation in 
an in vitro PHA assay with an IC50 of 1 x 10"* ^14 or less. 

Claims 15-40, (Canceled) 
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4L (Original) An isolated hwman antibody, or an antigen-binding portion thereof, 
which 

a) inhibits phytohenwggluiinin blast proliferation in an /« v/rro PHA assay 

with an ICso of 1 x 10"^ or less; 

b) has a heavy chain CDR3 comprising the amino acid sequence of SEQ ID 

NO: 25; and 

c) has a light chain CDR3 comprising the amino acid sequence of SEQ ID 
NO: 26, 



42, (Oripnai) The isolated human antibody, or an antigen-binding portion 
thereof, of claim 41 which further has a heavy chain CDR2 comprising the amino acid 
sequence of SEQ ID NO: 27; and a light chain CDR2 comprising the amino acid 
sequence of SEQ ID NO: 28. 

43 . (Original) The isolated buitian antibody, or an antigen-binding portion 
thereof, of claim 41 which further has a heavy chain CDRl comprising the amino acid 
sequence of SEQ ID NO: 29; and a light chain CDRl comprising the amino acid 
sequence of SEQ ID NO: 30. 

44- (Original) An isolated human antibody, or an antigen-binding portion thereof, 
having a heavy chain variable region comprising the amino acid sequence of SEQ ID 
NO: 31, and a light chain variable region comprising the amino acid sequence of SEQ ID 
NO: 32, 



45. (Original) The isolated human antibody of claim 44. comprising a heavy 
chain constant region selected from the group consisting of IgGU lgG2, lgG3, IgG4, 
IgM, IgA and IgE constant regions, 

46. (Original) The isolated human antibody of claim 45, wherein the antibody 
heavy chain constant region is IgGl . 

47. (Original) The isolated human antibody of claim 44, which is a Fab fragment. 
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48 (Origmal) The isolated bumaji antibody of claim 44. which is a F(ab*)2 
fragment 

49, (Original) The isolated human antibody of claim 44, which is a single chain 
Fv fragment. 

Claims 50-87, (Canceled) 

88. (Currently amended) A phannaceuiical composition comprising the 
antibody or an antigen binding portion thereof^ of claim 9,41.4^151, 153, 164, 167, 

1 68, V7 2- ^1 83 , or 184, and a phamiacetttically acceptable carrier. 
Claims 89-90 (Canceled) 

91 . (Cnrrently amended) The pharmaceutical composition of claim 88, 
whoroin the further comprising an additional therapeutic agentT« selected from the group 
consisting of budenoside, t corticosteroids, cyclosporin, sulfasalazine, aminosalicylates, 
6-mercapiopurine, azathioprine, metronidazole, 7 mesalamine, olsalazine, balsalazide, 
antioxidants, j antibodies to IL-l receptor, anti-lL-l P monoclonal antibodies, anti-lL-6 
monoclonal antibodies, rr pyridinyl-imidazole compounds, anti-TNf antibodies, or 
frapmems thereof, and a nti-LT antibodie s, anti IL 1 ontibodioa, onti IL 2 antibodioo, 
anti IL 6 antibodi e s, anti IL 7 antibodioo, onti IL 8 ontibodieo, onti Ih 15 ontibodi e s; 
a »ti - IL l6QntibodiQ & ,"anti IL 1 8 ontibodios, onti EMaP II antibodiog, onti GM CSF 
antibodlog> wti FGF antibodi e s, anti PDOF antibodioo, onti CD2 antibodioi?, oqti C03 
antibodioo, anti - CI>4 ontibodios, onti CP S ontibodioa, onti CD25 ontibodioa, onti CP2 8 
oBtibodioa, onti CP3Q qntibodioo, onti CP^O ontibodioa. - onti CI?^ 5 antibodioo, onti 
eP6 Q antibodi03> onti CO 8 0 (D7.1) ontibodioa, onti CD 8 6 (B7,2) ontibodioa, onti CPQQ 
antibQdioG, - . H n ft gthOTroxoto, FK506, ropomyoin, myceyhonolato mofetil. l e flimorrudo, non 
storoidol onti inflommotory dnigo (NSiMPs), ibgprofon, oortioostoroidfl, prodnioolon e . , 
Qulfoflolazino, ogothioprine. 6 morooptopurinoQ. , solublo p55 TNF roooptofi -s olubl e p7^ 
TNF Toooptor, oIL IRI, QlL IRU> alL 6R, sILm13, ontiinflommotory cytoldnoa, IL <!, IL 
10, IL 11, IL l3,andTCFp 



Clahns 92-141. (Canceled) 
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1 42, (Previously presented) The isol^e4 human antibody, or anngen-binding 
ponion thereof, of claim 9, which is a recombinant antibody, or antigen-binding portion 
thereof. 

1 43 . {Previously presented) The isolated human antibody of any one of claims 9 
Xoll, wherein the antibody is a neutralizing antibody. 

144, (Previously presented) The neutralizing antibody of claim 143, or an 
antigen-binding portion thereof, which inhibits phytohemagglutinin blast proliferation in 
an in viiro phytohemagglutinin blast proliferation assay (PHA as:«iy) with an IC50 of I x 
10"' Mor less- 

145. (Previously presented) The neutralizing antibody of claim 143, or an 
antigen-binding portion Thereof, which inhibits phyiohemagglutiiun blast proliferation 
in an w vitro PHA assay with an lC$o of 1 x 10'** M or less 

1 46- (Previously presented) The neutralizing antibody of claim 1 43 , or an 
antigen-binding portion thereof, which inhibits human iFNy production with an IC$q of 1 
X lO'^'^Morless. 

147. (Previously presented) The neutralizing antibody of claim 143. or an 
antigen-binding portion thereof, which inhibits human IFNy production with an ICsa of 1 
X 10"*' Mot less. 

148. (Previously presented) The neutralizing aiuibody of claim 143, or an 
antigen-binding portion thereof; which inhibits human IFNy production with an ICsq of 5 
X 10 *^ M or less, 

149. (Previously presented) The isolated human antibody, or antigen- 
binding ponion thereof, of claim 41 . which inhibits phytohemagglutinin blast 
proliferation in an in vitro PHA assay with an IC50 of 1 x 10'^^ M ot less. 
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150, (Previously presented) isolated human antibody, or antigen- 
binding portion thereof, of claim 4U which inhibits phytohemagglutinin blast 
proliferation in an in vitro PHA assay with an IC50 of I x lO " M or less, 

151, (Previoysly presented) An isolated human antibody, or an antigen-binding 
punion thereof, which dissociates from human IL-12 with a K4 of I x 10''**M or less and 
binds to an epitope on the p40 subnnit of human IL-12. 

1 52 , (Previoubly presented) The isolated human antibody of claim 151, which 
nemralia^s the activity of hnman IL-12. 

153, (Previously pr^ented) A neutralizing isolated human antibody, or antigen- 
binding portion thereof, xhat binds to human IL-12 and dissociates ftom hrnnan IL-12 
with a koff rate constant of I x 10'^ s"^ or less, as detemiined by surface plasmon 
resonance. 

1 54, (Previously presented) The neuirali2ing isolated hinnan antibody of claim 
1 53, or an antigen-binding porrion thereof, which dissociates from human IL-12 with a 
koff fate consiani of I x 1 0"^ s"^ . 

155- (Previously presented) The neutralising isolated human antibody of claim 
153. or an antigen-binding portion thereof, w^ch dissociates from human IL-12 wirb a 
koffrate constant of 1 x lO'V or less. 

1 56. (Previously presented) The neutralizing isolated human antibody of any 
one of claims 153 to J 55, which inhibiis phytohemagglutinin blast proliferation in an //i 
virro PHA assay with an IC50 of I x 10"' M or less 

1 57, (Previously presented) The neuttalizing isolated human antibody of any 
one of claims 153 to 155, or an antigen-binding portion thereof, which inhibits 
phytohemagglutinin blast proliferation in an in vitro ?HA assay with an IC50 of I x 10"* 
M or less. 
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158, (Previously preseated) THe neutralimg isolated human antibody of any 
one of claims 1 53 to 155, or an antigen-binding ponion thereof, which inhibits 
phytobemagglutinin blast proUferation in an in vitro PHA assay with an XCso of 1 x 10 ■ 
M or less, 

159- (Previously presented) The neunalizing isolated human antibody of any 
one of claims 1 53 to 1 55, or an antigen-binding portion thereof, which inhibits 
pbytohemagglutinin blast proliferation in an in vitro PHA assay with an IC50 of 1 x 10 
M or less. 



r\0 



1 60. (Previously presented) The neutmlizing isolated human antibody of any 
one of claims 1 53 to 1 55, or an antigen-binding portion thereof, which inhibits 
pbyiohemaggluiimn blast prolifcraUon in an in vitro PHA assay with an IC50 of l ^ 
M or less. 

161. (Previously presented) The neutralizing isolated human antibody of any 
one of claims 153 to 155, or an antigen-binding ponion thereof, which inhibits human 
IFN7 production with an ICsa of 1 x 10'^*^ M or less, 

162. (Previously presented) The neutralizing isolated human antibody of any 
one of claims 1 53 to 1 55, or an antigen-binding ponion thereof, which inhibits human 
IFNy production with an IC50 of 1 x 10"^* M or less. 

1 63 . (Previously presented) The neutralizing isolated human antibody of any 
one of claims 153 to 155, or an antigen-binding portion thereof, vsOnch inhibits human 

production with an IC50 of 5 x 10 M or less. 

164- (Previously presented) An isolated human antibody, or an antigen-binding 

portion thereof, which 

a) dissociates from human IL-12 with a koff rate constant of 1 x 10-^ s-i or 

less, as determined by surface plasmon resonance; 

b) has a heavy chain CDR3 comprising the amino acid sequence of S£Q ID 
NO: 25; and 

c) has a light chain CDR3 comprising the amino acid sequence of SEQ ID 
NO: 26. 
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1 65 . (Previously presented) The isolated bimmn antibody of claim 1 64, or an 
antigen-binding portion thereof, which dissociates from human II--12 with a koffr^^ 

constant of 1 x l(H sr^ or less, 

1 66. (Previously presented) The isolated human antibody of claim 1 64> or an 
antigen-binding portion thereof, which dissociates from hujnan lL-12 with a koff rate 

constant of I x 10-5 ^} or less. 

167. (Previously presented) An isolated htunan antibody, or antigen-binding 
portion thereof, that binds to hiunan 11--12 and comprises: 

a light chain CDR3 domain comprisiTO the amiito acid sequence of SEQ ID NO: 

26; and 

a heavy chain CDR3 domain comprising the amino acid sequence of SEQ ID NO: 

25. 

1 68. (Previously presented) An isolated human antibody, or an antigen-binding 
portion thereof, with a light chain variable region (LCVR) having a CDR3 domain 
comprisii^ the amino acid sequence of SEQ ID NO: 26, and with a heavy chain variable 
region (HCVR) having a CDR3 domain comprising the amino acid sequence of SEQ ID 
NO: 25. 

1 69. (Previously presented) The isolated human antibody . or an antigen-binding 
portion thereof, of claim 168, wherein the LCVR funher has a CDR2 domain comprising 
the amino acid sequence of SEQ ID NO: 28 and the HCVR further has a CDR2 domain 
comprising the amino acid sequence of SEQ ID NO: 27, 

170. (Previously presented) The isolated hiunan antibody* or an antigen^binding 
portion thereof, of claim 169. wherein the LCVR further has CDRl domain comprising 
the amino acid sequence of SEQ ID NO: 30 and the HCVR has a CDRl domain 
comprising the amino acid sequence of SEQ ID NO: 29. 

1 71 . (Previously presented) A phaimaceutical composition comprising an 
antibody or an antigen binding portion thereof, and a pharmaceutically acceptable carrier, 
wl^rein the antibody comprises: 
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a Ughi chain CDR3 domain comprising The amino acid sequence of SEQ ID NO: 

26; and 

a heavy chain CDR3 domain comprising the amino acid sequence of SEQ ID NO: 

25. 

1 72. ^Previously pre»eaied) An isolated human antibody that binds human iL- 12 
and is the antibody J69S, or an antigen binding portion thereof. 

1 73. (Previously pr«;sOTted) A phannaceutical composition comprising the 
isolated human antibody of claim 172 and a pharmaceutically acceptable earner- 

Claims 174-182. (Canceled) 

183. (Previously presented) An isolated hiwnan antibody, or antigen-binding 
portion thereof; That binds to human IL-12 and dissociates from human IL-12 with a Kd of 
1.34 X 10'*° M or less, and neuu^li^es human I1--12. 



184. (Previously presented) The isolated human antibody of claim 183, or an 
aniigen-binding portion thereof, vs^hich dissociates from human IL-12 with a K<j of 9,74 
X 10'^^ M or less. 



185. (Previously presented) The isolated human antibody, or antigen-binding 
portion thereof, of claims 183 or 184, which is a recombinant antibody, or antigen- 
binding portion thereof. 



1 86. (Previously presented) The isolated human antibody of claim 1 85, or an 
antigen-binding portion thereof, which inhibits phytohemaggluiinin blast proliferation in 
an in vitro PHA assay with an IC50 of I x 10'^ M or less. 



1 87. (Previously presented) The isolated human antibody of claim 1 85, or an 
antigen-binding portion thereof, which inhibits phytobemagglutinin blast proliferation in 
an in vitro PHA assay wiih an ICso of I x 1 0"* M or less 
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188. (Previttusly presented) The isolated human antibo4y of claim 185, or an 
antigen-binding portion thereof, which inhibits phytobemagglutinin blast proliferation 
in an in vitro PHA assay with an ICso of 1 x 10"* M or less. 



189. (Previously presented) The isolated human antibody of claim 185, or an 
antigen-binding portion thereof, which inhibits phytobemagglutinin blast proliferation in 
an in vitro PHA assay with an IC50 of I x lO""^ or less. 

190. (Previously presenred) The isolated buraan antibody of claim 185, or an 
antigen binding portion thereof, which inhibits phytobemagglutinin blast proliferation in 
an in vitro PHA assay with an iCso of 1 ^ 10 "T^ <^ less. 

191. (Previously pre:si!nie<l) The isolated human antibody of claim 1 85, or an 
antigen-binding portion thereof, which inhibits human IFN7 production with an IC50 of 1 
K 10'^° M or less. 

192. (Previously presumed) The isolated human antibody of claim 185, or an 
amigen-binding portion thereof, which inhibits human IFNy production with an IC50 of I 
X 10'^* M or less, 

193. (Previously presented) The isolated human antibody of claim 18S, or an 
antigen-binding portion thereof, which inhibits human IFNy production with an IC50 of 5 
X lO'^^MorJess, 

1 94. (Previousjy presented) The isolated human antibody of claim 1 85, or an 
antigen-binding portion thereof, which inhibits lL-12 binding to its receptor in an IL- 12 
receptor binding assay (RBA) with an ICso of 1 x 10"^ M or less, 

1 95- (Previously presented) The isolated human antibody of claim 1 85, or an 
antigen-binding portion ihereot which inhibits IL-12 binding to its receptor in an lL-12 
receptor binding assay (RBA) with an IC50 of 1 x 10"*° M or less. 

1 96. (Previously presented) The isolated human antibody of claim 1 85, or an 
antigen-binding portion thereof, which inhibits IL-12 binding to its receptor in an II-- 1 2 
receptor binding assay (RBA) with an IC50 of 1 x 10'*^ M or less. 
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197, (New) The phannaceuncal coraposition of claim 88, further comprising an 
aOditional therapeutic agent selected from the group consisting of anti- IL-1 antibodies, 
OTti-IL-2 antibodies, ^nti- lL-6 antibodies, anti-JL-7 antibodies. anti-IL-S antibodies, anti- 
1H5 antibodies, anti- It-16 antibodies. anti-Il--18 antibodies, ami- EMAP-H antibodies, 
anti-GM-CSF antibodies, anti-FGf antibodies, anti- POGF antibodies, anti^CD2 
antibodies, anti-CD3 antibodies, anti-C04 antibodies, anti-CPS antibodies, anii-C02S 
antibodies, anti-CD28 antibodies. anii-C030 antibodies, anti-CD40 antibodies, anti- 
CD45 antibodies, anri-CDd9 antibodies, anti-CO80 (B7.1) antibodies, anti-CD86 (B7.2) 
antibodies, and anti-CD90 antibodies. 

198, (New) The pharmaceutieai composition Gf clmm 88= iunher comprising an 
additional therapeutic agent selected from the group consisting of methotrexate, FK506, 
rapamycin, mycophenolate mofetil, leflimomide, non-steroidal anti-inflammatory drugs 
(NSAlDs), ibuprofen, prednisolone, 6-mercaptopurines, soluble p55 TMF receptor, 
soluble p75 TNF receptor, slL-lRl, sIL-lRIl. slL-6R, sIL-13, antiinflammatory 
cytokines, lL-4, IL-10. IL-l I, IL-13, TGFp, Vx740, anti'P7s. p-selecrin glycoprotein 
ligand (PSGL), p75TNFIUgG (Enbrel'^), p55TNFIUgO (Lenercept^^w). pyridinyl- 
imidazole compounds, anti-gp39 antibodies, anti-CD40L antibodies, methotrexate, 
cytokine suppt«ssive anti-intlamraatory drugs (CSAlDs), lefluaomide, MP. mesalazine, 
cbloroquinine/hydroxychloroquine, pencillamine, aurothiomalate, cochicine, salbutamol, 
terbutaline, salmeteral, theophylline, aminopbylline, cromoglycate, nedocromil. ketoufen, 
ipratropium, and oxitropium. 

199. (New) The pharmaceutical composition of claim 88, further comprising an 
additional therapeutic agent selected from the group consisting of anti-IRAK antibodies, 
anti-NDC antibodies, anti-IKJC antibodies, anti-p38 antibodies, D2E7, cA2 (Remicade'^), 
COP 571, 5-aminosalicylic acid, TNFR-Ig constructs, dexamethasone, aminosalicylic 
acid, IL-lra, methylpi^dmsolone, cyclophosphamide, methotrexate, 4-aminopyridine, 
tizanidine. imerferon-pia (Avonex'^w), inierferon-pib (Betaseron^^^^ Copolymer I (Cop- 
l; Copaxone^w), hyperbaric oxygen, clabribine, anti- EMAP-II antibodies. IFNpia, 
iFNplb, and IL-1. 

200. (New) A pharmaceutical composition comprising the antibody or an antigen 
binding ponion thereof of claim 143. and a pharmaceutically acceptable carrier. 
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201 - (New) The pharmaceutical composition of claim 200, fUnher comprising an 
additional therapeutic agent selected from the group consisting of budenoside, 
corticosteroids, cyclosporin, sulfasalazine, aminosalicylates, 6-mercaptopurine, 
azatbioprine. metronidazole, mesalamine, olsalazine, balsalazide, antioxidants, antibodies 
TO IL-l receptor, ami-IL-ip monoclonal antibodies, anti-lL-6 monoclonal antibodies, 
pyridinyl-imida2ole compounds, anti-TNF antibodies, or fragments thereof, and anii-l-T 
antibodies. 

202- (Nw) The pharmaceutical composition of claim 200, further comprising an 
additional therapeutic agent selected from the group consisting of ami- IL-l antibodies, 
ami-IL-2 antibodies, ami- lL-6 antibodies, anti-lL-7 antibodies, anti-lL-8 antibodies, anti- 
IL-15 antibodies, anti- H.-16 antibodies, anti-IL-lS antibodies, antl- ^MAP-XI anubodies, 
anti-GM-CSF antibodies, anti-FQF antibodies, anti- PpGF antibodies, arui-CD2 
antibodies, anti-CD3 antibodies, anti-C04 antibodies, anti-C08 antibodies, anti-CD25 
antibodies, ant!'CD28 antibodies, anti-CD30 antibodies, anti-CD40 antibodies, anii- 
CD45 antibodies, anri-CD69 antibodies. anti-CD80 (B7. J) antibodies, anti-CD86 (B7.2) 
^tibodies, and anti-CD90 antibodies. 

203. (New) The pharmaceutical composition of claim 200, fimher comprising an 
additional therapeutic agent selected from the group consisting of methotrexate, FK506, 
rapamycin, mycophenolaie mofetil, leflunomide, non-steroidal anti-inflarmnaiory drugs 
(NSaIPs), ibuprofen, prednisolone, 6-mercaptopurines, soluble p55 TNF recepior, 
soluble p75 TNF receptor, sIL-lRI, sIl--lRII, sIL-6R, sIL-13, antiinflammatory 
cytokines, IL-4, lL-10. lL-1 1. IL-13, TGF|J, Vx740, anti-P7s, p-selectin glycoprotein 
Ugand tPSGL), p75TNFRIgG (Enbrel'^), p55TNFRIgG (Lenerccpt™), pyridinyl- 
imidazole compounds, anti-gp39 antibodies, anti-CD40L antibodies, methotrexate, 
cytokine suppressive anti-inflanamatory drugs (CSAJDs), leflunomide, MP, mesalazine, 
chloroquinine/hydroxycbloroquine, pencillamine, auroihiomalate, cocbicine, salbutamol, 
terbutaline, salmeteral, theophylline, aminophylline, cromoglycate, nedocromil, keiotifen, 
ipratropium, and oxitropium. 

204. (New) The pharmaceutical composition of claim 200, further comprising an 
additional therapeutic agent selected from the group consisting of anti-IRAK antibodies, 
anti-NIK antibodie$, anti-IKK antibodies, anti-p38 antibodies, D2E7, cA2 (Remicade^^), 
CDP 571, 5 -aminosalicylic acid, TNFR-lg consnructs, dexamethasone, aminosalicylic 
acid, D-'lra, meihylprednisolone, cyclophosphamide, methotrexate, 4-aminopyridine, 
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tizanidine, interfcron-pla(AvonexTM), inietferon-jJlb CBetaseron™), Copolyroer 1 (Cop- 
1; CopaxoneTM), hyperbaric oxygen, clabribine, ann- EMAP-U antibodies. IFNpla, 
lFNplb,andIL-l. 

205 . (New) The isolated human antibody of claim 9, or an antigen-binding portion 
thereof, that binds to human n--12 and dissociates from human IL-1 2 with a K<i of 1 .34 x 
lO^'^Morless. 

206. (New) The isolated human antibody of claim 9, or an antigen-binding portion 
thereof, that binds to human lt-12 and dissociates from human 11-12 with a K4 of 9.74 
X 10"" M or less. 
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